PATENT APPLICATION 



The listing of claims will replace all prior versions, and listings, 
of claims in the application: 

Listing of Claims 

Claim 1 (currently amended) : Compound of Formula IV 



0 




wherein R 2 is selected from unsubstituted or substituted 
phenyl , and 

9-10 membered bicyclic and 11-14 membered tricyclic unsaturated 
or partially unsaturated heterocyclyl , 
wherein substituted R 2 is optionally substituted with one or more 
substituents selected from halo, Ci_ 6 -alkyl, optionally 
substituted C 3 _ 6 -cycloalkyl , optionally substituted phenyl, 
optionally substituted phenyl-Ci_C 4 -alkylenyl , Ci_ 2 -haloalkoxy, 
optionally substituted phenyloxy, optionally substituted 4-6 
membered heterocyclyl-Ci_C 6 -alkyl , optionally substituted 4-6 
membered heterocyclyl-C 2 -C 4 -alkenyl , optionally substituted 4-6 
membered heterocyclyl, optionally substituted 4-6 membered 
heterocyclyloxy , optionally substituted 4-6 membered 
heterocyclyl-Ci-4-alkoxy, optionally substituted 4-6 membered 
heterocyclyl sul f onyl , optionally substituted 4-6 membered 
heterocyclylamino, optionally substituted 4-6 membered 
heterocyclylcarbonyl , optionally substituted 4-6 membered 
heterocyclyl-Ci_ 4 -alkylcarbonyl , optionally substituted 4-6 
membered heterocyclylcarbonyl-Ci_ 4 -alkyl , optionally substituted 
4-6 membered heterocyclyl -Ci_ 4 -alkylcarbonylamino, optionally 
substituted 4-6 membered heterocyclyl-oxycarbonylamino, Ci_ 2 - 



2 



PATENT APPLICATION 



haloalkyl, Ci- 4 -aminoalkyl , nitro, amino, Ci_ 3 -alkylsulf onylamino, 
hydroxy, cyano, aminosulf onyl , Ci_ 2 -alkylsulf onyl , halosulf onyl , 
Ci_4-alkylcarbonyl , amino-Ci_ 4 -alkylcarbonyl , C1.3-alkylamino-C1.4- 
alkylcarbonyl , Ci_3-alkylamino-Ci_ 4 -alkylcarbonylamino , Ci_ 4 - 
alkoxycarbonyl-Ci. 4 -alkyl , Ci_3-alkylamino-Ci_ 3 -alkyl , Ci_ 3 - 
alkylamino-Ci-3-alkoxy, Ci_ 3 -alkylamino-Ci_ 3 -alkoxy-Ci_3-alkoxy , Ci_ 4 - 
alkoxycarbonyl , Ci- 4 -alkoxycarbonylamino-Ci_ 4 -alkyl , C1-3- 



Ci_ 4 -alkoxy; 

wherein R e and R f are independently selected from H and Ci_ 2 -haloalkyl ; 

wherein R g is selected from H, Ci- 3 -alkyl, optionally substituted 
phenyl-Ci-3-alkyl , 4-6 membered heterocyclyl, and optionally 
substituted 4-6 membered heterocyclyl-Ci_C3-alkyl , Ci_ 3 -alkoxy-Ci- 2 - 
alkyl and Ci_ 3 -alkoxy-Ci_3-alkoxy-Ci_ 3 -alkyl ; and 

wherein R 8 is one or more substituents independently selected from 
halo, amino, nitro, hydroxy, Ci-e-alkyl, Ci_ 6 -haloalkyl , Ci_ 6 -alkoxy, 
Ci-6-haloalkoxy , Ci_ 6 -aminoalkyl , Ci-e-hydroxyalkyl , optionally 
substituted phenyl, optionally substituted heterocyclyl, optionally 
substituted heterocyclyl-Ci- 6 -alkoxy , aminosulf onyl , C 3 - 6 -cycloalkyl , 
Ci_6-alkylamino , Ci_ 6 -alkylamino-Ci- 6 -alkyl , optionally substituted 
heterocyclyl -Ci_ 6 -alkyl amino, optionally substituted heterocyclyl -Ci- 
e-alkyl , Ci-6-alkylamino-C 2 - 4 -alkynyl , Ci_ 6 -alkylamino-Ci. 6 -alkoxy , Ci_ 6 - 
alkylamino-Ci_ 6 -alkoxy-Ci_ 6 -alkoxy, and optionally substituted 
heterocyclyl-C 2 . 4 -alkynyl ; 

and a pharmaceutically acceptable ioomcro and dcrivativca salt 



provided R 2 is not 3-trif luoromethylphenyl when R 8 is 4-hydroxy or 3- 



Claim 2. (currently amended): Compound of Claim 1 wherein R 2 is 
selected from phenyl, 1 , 2-dihydroquinolyl , 1 , 2 , 3 , 4-tetrahydro- 
isoquinolyl , 1 ' , 2 ' -dihydro-spiro [cyclopropane- 1 , 3 ' - [3H] indol] -6 ' -yl, 
isoquinolyl, quinolyl, indolyl, isoindolyl, 2 , 3-dihydro-lH-indolyl , 
naphthyridinyl , 1,2,3, 4-tetrahydro- [1,8] naphthyridinyl , 
dihydrobenzo.[l , 4 ] oxaxinyl , quinozalinyl , benzo [d] isothiazolyl , 3,4- 



alkylsulf onylamino-Ci_ 3 -alkoxy / Ci_ 4 -hydroxyalkyl , 




thereof ; 



hydroxy. 
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dihydro-quinazolinyl, 2,3, 4,4a, 9, 9a-hexahydro-lH-3-aza-f luorenyl , 
5,6, 7-trihydro-l , 2 , 4-triazolo [3 , 4-a] isoquinolyl , tetrahydroquinolinyl , 
indazolyl , 2,1,3 -benzothiadiazolyl , benzodioxanyl , benzothienyl , 
benzofuryl, benzimidazolyl , dihydro-benzimidazolyl , benzoxazolyl and 
benzthiazolyl , where R 2 is unsubstituted or substituted with one or 
more substituents selected from bromo, chloro, fluoro, iodo, nitro, 
amino, cyano, Boc-aminoethyl , hydroxy, oxo, f luorosulf onyl , 
methyl sulf onyl , aminosulf onyl , 4-methylpiperazinylsulf onyl , 
cyclohexyl, phenyl, phenylmethyl , 4-pyridylmethyl , 4- 

morpholinylmethyl , l-methylpiperazin-4-ylmethyl , l-methylpiperazin-4- 
ylpropyl , morpholinylpropyl , piperidin-l-ylmethyl , 1-methylpiperidin- 
4-ylmethyl, 2 -methyl -2- ( l-methylpiperidin-4-yl ) ethyl , 2 -methyl -2- (4- 
pyrimidinyl) ethyl, 2-methyl-2- (5-methyloxadiazol-2-yl) ethyl, 2 -methyl - 
2- (pyrazol-5-yl) ethyl , 2-methyl-2- ( 1-ethoxycarbonyl-l , 2,3,6- 
tetrahydropyridin-4-yl) ethyl, morpholinylethyl , 1- (4-morpholinyl) -2,2- 
dimethylpropyl , 1- (4-morpholinyl) -2 , 2 -dimethyl ethyl , piperidin-4- 
ylethyl , l-Boc-piperidin-4-ylethyl , piperidin-l-ylethyl , 1-Boc- 
piperidin-4-ylethyl , piperidin-4-ylmethyl , l-Boc-piperidin-4-ylmethyl , 
piperidin-4-ylpropyl , l-Boc-piperidin-4-ylpropyl , piperidin-1- 
ylpropyl , pyrrol idin-l-ylpropyl , pyrrolidin-2-ylpropyl , 1-Boc- 
pyrrolidin-2-ylpropyl, 1- (pyrrolidin-l-yl) -2-methylpropyl , pyrrolidin- 
1 -ylme thyl , pyrrol idin- 2 -ylme thyl , 1 -Boc-pyrrol idin-2 -ylmethyl , 2 - 
methyl-2- (pyrrolidin-l-yl) ethyl , pyrrol idinylpropenyl , 
pyrrol idinylbutenyl , methylcarbonyl , Boc , piper idin- 1- 
ylmethylcarbonyl , pyrrol idin- 1-yl-carbonyl , pyrrol idin-2 -yl-carbonyl , 
4-pyridylcarbonyl , 4-methylpiperazin-l-ylcarbonylethyl , CH 3 0-C (=0) -CH 2 - 
, methoxycarbonyl , aminomethylcarbonyl , dimethylaminomethylcarbonyl , 
methylsulfonylamino, dime thyl aminomethylcarbonyl amino, 1 -pyrrol idinyl- 
CH 2 -C (=0) -NH- , 4-morpholinyl-CH 2 -C (=0) -NH- , 3-tetrahydrof uryl-O-C (=0) - 
NH- , cyclohexyl-N (CH 3 ) - , (4-pyrimidinyl ) amino, (2-methylthio-4- 
pyrimidinyl) amino, 3-ethoxycarbonyl-2-methyl-fur-5-yl, 4- 
methylpiperazin-l-yl , 4 -methyl -1 -piper idyl , l-Boc-4-piperidyl , 
piperidin-4-yl , l-methylpiperidin-4-yl , 1-methyl- (1,2,3,6- 
tetrahydropyridyl) , imidazolyl, morpholinyl, 4-trif luoromethyl-1- 
piperidinyl, hydroxybutyl , methyl, ethyl, propyl, isopropyl, butyl, 
tert-butyl , sec-butyl , trif luoromethyl , pentaf luoroethyl , 
nonaf luorobutyl , dime thyl aminopropyl , 1, 1-di (trif luoromethyl) -1- 
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hydroxymethyl , 1, 1-di ( trif luoromethyl) -1- (piperidinylethoxy) methyl , 
1, 1-di (trif luoromethyl) -1- (pyrrol idin- 2 -ylmethoxy) methyl , 1,1- 
di (trif luoromethyl) -1- ( me thoxy ethoxy ethoxy) methyl , 1- hydroxy ethyl , 2- 
hydroxyethyl , trif luoromethoxy , 1-aminoethyl , 2-aminoethyl , 1-(N- 
isopropylamino) ethyl , 2- (N-isopropylamino) ethyl , 3-tetrahydrofuryloxy, 
dimethyl aminoethoxy , 4-chlorophenoxy , phenyl oxy, azetidin- 3 -ylmethoxy, 

1- Boc-azetidin-3 -ylmethoxy, 3-tetrahydrof urylmethoxy , pyrrolidin-2- 
ylme thoxy , 1 -me thylcarbonyl -pyrrol idin-2 -ylmethoxy , 1 -Boc -pyrrol idin- 

2 - ylmethoxy, pyrrol idin- 1 -ylmethoxy, 1 -methyl -pyrrol idin- 2 -ylmethoxy, 
l-isopropyl-pyrrolidin-2 -ylmethoxy, 1 -Boc -piperdin- 4 -ylmethoxy , (1- 
pyrrolidinyl) ethoxy, piperdin- 4 -ylmethoxy , piperdin- 3 -ylmethoxy, 1- 
methylpiperdin-4-yloxy, methylsulf onylaminoethoxy, isopropoxy, me thoxy 
and ethoxy; and a pharmaceutical^ acceptable isomer o and derivatives 
salt thereof . 

Claim 3 (currently amended) : Compound of Claim 1 wherein R 8 is 
one or more substituents independently selected from chloro, fluoro, 
bromo, hydroxy, methoxy, ethoxy, -0-CH 2 -0-, trif luoromethoxy , 1- 
methylpiperidinylmethoxy , dimethylaminoethoxy , amino , dimethylamino , 
dimethylaminopropyl , diethylamino , aminosulf onyl , cyclohexyl , 
dimethylaminopropynyl , 3- ( 4-morpholinyl ) propyn-l-yl , 

dime thylaminoethoxye thoxy, 3- (4-morpholinyl) propylamine, optionally 
substituted piperidinyl, morpholinyl, optionally substituted 
piperazinyl, optionally substituted phenyl, methyl, ethyl, propyl, 
cyano, hydroxymethyl, aminomethyl and trif luoromethyl ; 

and a pharmaceutical^ acceptable dcrivativco salt thereof. 

Claim 4 (currently amended) : Compound of Claim 2 wherein R 2 is 
selected from 

1, 2 , 3 , 4-tetrahydro-isoquinolyl optionally substituted with one or 
more substituents selected from methyl, and Boc, 

1 , 2 , 3 , 4-tetrahydro-quinolyl optionally substituted with one or more 
substituents selected from methyl, Boc and oxo, 

2 , 3-dihydro-lH-indolyl optionally substituted with one or more 
substituents selected from methyl, methylsulf onyl , 1-Boc- 
piperidin-4-ylmethyl , piperidin-4-ylmethyl , l-Boc-piperidin-4-yl , 
piperidin-4-yl , l-methyl-piperidin-4-ylmethyl , 1 -methyl - 
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piperidin-4-yl , pyrrol idin-l-yl-carbonyl , 

dimethylaminomethylcarbonyl , aminomethylcarbonyl , methylcarbonyl , 
pyrrol idin- 2 -y lme thy 1, and l-Boc-pyrrolidin-2-ylmethyl, and 

3 , 4-dihydro-2H-benzo [1, 4] oxazinyl optionally substituted with one or 
more substituents selected from methyl, and methylcarbonyl; 

and a pharmaceutically acceptable derivatives salt thereof. 

Claim 5 (currently amended) : Compound of Claim 4 wherein R 2 is 

3 . 3- dimethyl-2 , 3-dihydro-lH-indolyl optionally substituted with a 
substituent selected from pyrrolidin-l-yl-carbonyl , methylcarbonyl, 
and methylsulf onyl ; and a pharmaceutically acceptable derivatives salt 
thereof. 

Claim 6 (currently amended) : Compound of Claim 4 wherein R 2 is 

4 . 4- dimethyl-l ,2,3, 4-tetrahydro-lH-isoquinolinyl ; and a 
pharmaceutically acceptable salt thereof . 

Claim 7 (currently amended) : Compound of Claim 3 wherein R 8 is 
one or more substituents independently selected from fluoro, hydroxy, 
amino, and nitro; and a pharmaceutically acceptable dcrivativoo salt 
thereof . 

Claim 8 (currently amended) : Compound of Claim 3 wherein R 8 is 
4-fluoro; and a pharmaceutically acceptable dcrivativco salt thereof. 

Claim 9 (currently amended) : Compound of Claim 1 wherein R 2 is 
selected fromphenyl substituted with one or more substituents selected 
from chloro, tert-butyl, azetidin-3-ylmethoxy , l-Boc-azetidin-3- 
ylmethoxy, dimethylaminomethylcarbonylamino, 1 , 1-di ( trif luoromethyl) - 
1- (pyrrolidin-2-ylmethoxy) methyl, trif luoromethyl , 2-methyl-2- 
(morpholin-4-yl) ethyl , 2-methyl-2- (pyrrolidin-l-yl) ethyl , 2-methyl-2- 
(5-methyloxadiazol-2-yl) ethyl, methylsulf onylamino, 1-methyl- 
pyrrolidin-2-ylmethoxy, and isopropyl; and a pharmaceutically 
acceptable d e rivatives salt thereof. 
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10. (Original) A compound and pharmaceutically acceptable salts 
thereof selected from: 

N- (3 # 3-Dimethyl-l- (methylsulf onyl) -2 , 3-dihydro-lH-indol-6-yl) -2- ( ( (4- 

fluorophenyl) methyl) amino) -3-pyridinecarboxamide; 
N- (4- (1, 1-dimethylethyl) -3- ( (N,N-dimethylglycyl) amino) phenyl) -2- ( ( (4- 

fluorophenyl) methyl) amino) -3-pyridinecarboxamide; 
N- (3- ( ( ( (2R) -l-methyl-2-pyrrolidinyl)methyl)oxy) -5- 

(trif luorome thy 1) phenyl) -2- ( (3- (1, 3 -oxazol-5-yl) phenyl) amino) -3- 

pyridinecarboxamide ; 
2- ( ( ( 4- fluorophenyl) methyl) amino) -N- (3- ( ( ( (2R) -l-methyl-2- 

pyrrolidinyl) methyl) oxy) - 5- ( tr if luoromethyl) phenyl) -3- 

pyr idinecarboxamide ; 
2- ( ( (4- fluorophenyl) methyl ) amino) -N- (3- ( (methylsulf onyl) amino) -5- 

( tr i f luorome thyl ) phenyl ) - 3 -pyr idinecarboxamide ; 
2- ( (3- (1, 3 -oxazol-5-yl) phenyl) amino) -N- (3- ( tr if luoromethyl ) phenyl ) -3- 

pyr idinecarboxamide ; 

2- ( ( ( 4- fluorophenyl) methyl) amino) -N- (4- (1-methyl-l- ( 5 -methyl -1 , 3 , 4- 

oxadiazol-2-yl ) ethyl ) phenyl ) -3-pyridinecarboxamide ; 

3- (2-Chloro-5- { [2- (4-f luoro-benzylamino) -pyridine-3-carbonyl] -amino} - 

phenoxymethyl) -azetidine-l-carboxylic acid tert-butyl ester; 
N- [3- (Azetidin-3-ylmethoxy) -4-chloro-phenyl] -2- (4-f luoro-benzylamino) - 
nicotinamide ; 

6-Chloro-3- (4-f luoro-benzylamino) -pyridazine-4-carboxylic acid (4- 

tert- butyl -phenyl) -amide; 
3- (4-Fluoro-benzylamino) -pyridazine-4-carboxylic acid (4- tert-butyl- 

phenyl ) - amide ; 

2- (4-Hydroxy-3-amino-benzylamino) -N- ( 4 -isopropyl -phenyl ) -nicotinamide; 

2- (4-Hydroxy-3-nitro-benzylamino) -N- (4-isopropyl-phenyl ) -nicotinamide ; 

3- (4-Fluoro-benzylamino) -1,2,5, 6-tetrahydro-pyridazine-4-carboxylic 

acid (4- tert- butyl -phenyl) -amide; and 
N- [3- (Azetidin-3-ylmethoxy) -5- trif luorome thyl -phenyl] -2- (4-f luoro- 
benzylamino) -nicotinamide. 

Claim 11-20. (Canceled). 
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Claim 21 (New) : A compound of formula I' 



\ 



wherein each of A 1 and A 2 is independently C or N; 

wherein A 1 -A 2 form part of a ring A selected from 5- or 6-membered 
heteroaryl; 



z 

A. 



wherein X is R 5a 
wherein Z is oxygen or sulfur; 

R 5 
I 



Y is selected from 



R 
I 



R a R b . ' R 



R 



R" 



R 



M 

(0) p 



R 
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R R* 




R b Ra (0) p 



S' 
II 

(0) 



P and 



N. 



wherein p is 0 to 2, 

wherein R a and R b are independently selected from H, halo, cyano, -NHR 6 
and Ci-4-alkyl substituted with R 1 , or wherein R a and R b together form 
C3-C6 cycloalkyl; 
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wherein R z is selected from C 2 -C 6 -alkylenyl , where one of the CH 2 groups 
may be replaced with an oxygen atom or an -NH-group; wherein one of 
the CH 2 groups may be substituted with one or two radicals selected 
from halo, cyano, -NHR 6 and Ci- 4 -alkyl substituted with R 1 ; 

wherein R d is cycloalkyl; 

wherein R 1 is one or more substituents independently selected from H, 
halo, -OR 7 , oxo, -SR 7 , -C0 2 R 7 , -COR 7 , -CONR 7 R 7 , -NR 7 R 7 , -S0 2 NR 7 R 7 , - 

NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , optionally substituted cycloalkyl, optionally 
substituted phenylalkyl, optionally substituted heterocyclyl , 
optionally substituted heterocyclylalkyl , optionally substituted 
phenyl, lower alkyl, cyano, lower hydroxyalkyl , lower carboxyalkyl , 
nitro, lower alkenyl, lower alkynyl, lower aminoalkyl, lower 
alkylaminoalkyl and lower haloalkyl; 

wherein R 2 is selected from 

a) substituted or unsubstituted 6-10 membered aryl , 

b) substituted or unsubstituted 5-6 membered heterocyclyl, 

c) substituted or unsubstituted 9-14 membered bicyclic or tricyclic 
heterocyclyl, 

d ) cy c 1 oa 1 ky 1 , and 

e) cycloalkenyl , 

wherein substituted R 2 is substituted with one or more substituents 
independently selected from halo, -OR 7 , oxo, -SR 7 , -C0 2 R 7 , - 
C0NR 7 R 7 , -COR 7 , -NR 7 R 7 , -NH (d-C 4 alkylenylR 9 ) , -S0 2 R 7 , -S0 2 NR 7 R 7 , - 
NR 7 C(0)0R 7 , -NR 7 C(0)R 7 , -NR 7 C (0) NR 7 R 7 , optionally substituted 
cycloalkyl, optionally substituted heterocyclyl, optionally 
substituted phenyl, halosulf onyl , cyano, alkylaminoalkoxy , 
alkylaminoalkoxyalkoxy, nitro, lower alkyl substituted with R 1 , 
lower alkenyl substituted with R 1 , and lower alkynyl substituted 
with R 1 ; 

wherein R 3 is selected from aryl unsubstituted or substituted with one 
or more substituents independently selected from halo, -OR 7 , -SR 7 , - 
S0 2 R 7 , -C0 2 R\ -CONR 7 R 7 , -COR 7 , -NR 7 R 7 , -S0 2 NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , 
optionally substituted cycloalkyl, optionally substituted 
heterocyclyl, optionally substituted phenyl, nitro, 
alkylaminoalkoxyalkoxy, cyano, alkylaminoalkoxy, lower alkyl 
substituted with R 1 , lower alkenyl substituted with R 1 , and lower 
alkynyl substituted with R 1 ; 
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wherein R 4 is selected from a direct bond, C 2 - 4 -alkylenyl , C 2 _ 4 - 

alkenylenyl and C 2 - 4 -alkynylenyl, where one of the CH 2 groups may be 
substituted with an oxygen atom or an -NH-, wherein R 4 is optionally 
substituted with hydroxy; 

wherein R 5 is selected from H, lower alkyl, optionally substituted 
phenyl and lower aralkyl; 

wherein R 5a is selected from H, lower alkyl, optionally substituted 
phenyl and lower aralkyl; 

wherein R 6 is selected from H or Ci- 6 -alkyl; and 

wherein R 7 is selected from H, lower alkyl, optionally substituted 

phenyl, optionally substituted heterocyclyl , optionally substituted 
C 3 -C 6 -cycloalkyl , optionally substituted phenyl-Ci_6-alkyl , optionally 
substituted heterocyclyl-Ci_ 6 -alkyl , optionally substituted C 3 -C 6 
cycloalkyl-Ci-6-alkyl , alkylaminoalkyl , and lower haloalkyl; 

wherein R 9 is selected from H, optionally substituted phenyl, 

optionally substituted 5-6 membered heterocyclyl and optionally 
substituted C 3 -C 6 cycloalkyl; 

and a pharmaceutical^ acceptable salt thereof; 

provided R 2 is not 3-trif luoromethylphenyl when A is pyridyl, when X is 
-C(0)NH-, when Y is -NH-CH 2 -, when R 1 is H and R 3 is 3- (N- 
methylamino-carbonyl ) phenyl , 4-hydroxyphenyl , 3-hydroxyphenyl or 
phenyl ; 

further provided R 2 is not substituted with -S0 2 NR 7 R 7 when Y is -NHS0 2 -; 
further provided R 2 is not 3-trif luoromethylphenyl when A is pyridyl, 

when X is -C(0)NH-, when Y is -N (benzyl ) -CH 2 - , when R 1 is H and 

when R 3 is phenyl; 
further provided R 2 is not cyclohexyl when A is pyridyl, when X is - 

C(0)NH-, when Y is -NH-CH 2 -, when R 1 is H and when R 3 is 2- 

methoxyphenyl or 3-methoxyphenyl; 
further provided R 1 is not 2-hydroxymethylpyrrol-5-yl when A is 

pyridyl; 

further provided R 1 is not 4- (methoxyaminocarbonylamino) phenyl when A 
is thienyl; 

further provided R 1 is not 2-pyridylmethoxy when A is pyrimidyl, when X 
is -C(0)NH-, and when Y is -NH-CH 2 -; 
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further provided R 1 is not 4-methylpiperidyl when A is pyrimidyl, when 
X is -C(0)NH-, when Y is -NH-CH 2 -, and when R 3 is 3-chloro-4- 
methoxyphenyl ; 

further provided R 1 is not bromo when A is pyrimidyl, when X is - 
C (0) NH-CH 2 - / when Y is -NH-CH 2 - # and when R 3 is 3-chloro-4- 
methoxyphenyl ; 

further provided R 2 is not 2-chloro-3-pyridyl when A is pyridyl; and 
further provided R 2 is not 2-methoxyphenyl when A is pyridyl, when X is 
-C(0)NH-, when Y is -NH-CH 2 -, when R 1 is H and R 3 is phenyl. 



Claim 22 (New) : Compound of Claim 21 wherein A is selected from 
thienyl, furanyl, pyrrolyl, thiazolyl, oxazolyl, imidazolyl, 
pyrazolyl, isoxazolyl, triazolyl, isothiazolyl , pyridyl, pyrazinyl, 
pyrimidinyl, pyridazinyl and triazinyl; wherein X is selected from 



0 ?. 

J 5a and I 5a 
wherein Y is selected from 




wherein R a and R b are independently selected from H, halo, and Ci_ 2 -alkyl 
substituted with R 1 , or wherein R a and R b together form C 3 -C 4 
cycloalkyl ; 

wherein R z is C 2 -C 3 alkylenyl, where one of the CH 2 groups may be 
replaced with an oxygen atom or an -NH-; 

wherein R 1 is one or more substituents independently selected from H, 
halo, -OR 7 , oxo, -SR 7 , -C0 2 R 7 , -CONR 7 R 7 , -COR 7 , -NR 7 R 7 , -S0 2 NR 7 R 7 , - 
NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , optionally substituted C 3 - 6 -cycloalkyl , 
optionally substituted phenyl-Ci_ 4 -alkyl , optionally substituted 4-6 
membered heterocyclyl , optionally substituted phenyl, optionally 
substituted 4-6 membered heterocyclyl-Ci-4-alkyl , Ci_6-alkyl, cyano, 
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Ci- 4 -hydroxyalkyl , Ci_ 4 -carboxyalkyl , nitro , C 2 _ 3 -alkenyl , C 2 -3-alkynyl 

and Ci_ 4 -haloalkyl ; 
wherein R 2 is selected from 

substituted or unsubstituted aryl selected from phenyl, naphthyl, 

indanyl, indenyl and tetrahydronaphthyl , 
substituted or unsubstituted 5-6 membered heteroaryl, 
substituted or unsubstituted C 3 _ 6 -cycloalkyl and 
substituted or unsubstituted 9-10 membered bicyclic or 13-14 

membered tricyclic saturated or partially unsaturated heterocyclyl 
wherein substituted R 2 is substituted with one or more substituents 
independently selected from halo, -OR 7 , oxo, -SR 7 , -S0 2 R 7 , -C0 2 R 7 , - 
CONR 7 R 7 , -COR 7 , -NR 7 R 7 , -NH (Ci-C 2 -alkylenylR 9 ) , - (Ci-C 2 -alkylenyl)NR 7 R 7 , 
-S0 2 NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , Ci-C 6 - alkyl amino -Ci-C 6 -alkoxy , Ci_C 6 - 
alkylamino-Ci_C 6 -alkoxy-Ci-C 6 -alkoxy, halosulf onyl , optionally 
substituted 4-6 membered heterocyclyl-carbonylalkyl , Ci_ 4 - 



C 3 _ 6 -cycloalkyl , optionally substituted 4-6 membered heterocyclyl, 
optionally substituted phenyl, optionally substituted phenyl-Ci_ 6 - 
alkylenyl, optionally substituted 4-6 membered heterocyclyl-Ci_C 6 - 
alkylenyl, 4-6 membered heterocyclyl -C 2 _C 6 -alkenylenyl , Ci_ 4 -alkyl, 
cyano, Ci_ 4 -hydroxyalkyl , nitro and Ci_ 4 -haloalkyl ; 
wherein R 3 is phenyl substituted with one or more substituents 

independently selected from halo, -OR 7 , -SR 7 , -C0 2 R 7 , -C0NR 7 R 7 , -COR 7 , 
-NR 7 R 7 , -S0 2 NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , C 3 . 6 -cycloalkyl , optionally 
substituted 5-6 membered heterocyclyl, optionally substituted 
phenyl, Ci_ 4 -alkyl, Ci_ 4 -aminoalkyl , cyano, Ci_ 4 -hydroxyalkyl , nitro 
and Ci_ 4 -haloalkyl ; 

wherein R 4a is C 2 _ 4 -alkylenyl where one of the CH 2 groups may be replaced 
with an oxygen atom or -NH-, wherein R 4a is optionally substituted 
with hydroxy; 

wherein R 5 is selected from H and Ci_C 2 -alkyl; 

wherein R 5a is selected from H and Ci_C 2 -alkyl; and 

wherein R 7 is selected from H, Ci_ 4 -alkyl, optionally substituted 
phenyl, optionally substituted phenyl-Ci_ 4 -alkyl , optionally 
substituted 4-6 membered heterocyclyl, optionally substituted 4-6 



alkoxycarbonylamino-Ci_ 6 -alkyl , 




optionally substituted 
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membered heterocyclyl-Ci_ 4 -alkyl , optionally substituted C3-C6 
cycloalkyl, Ci_ 2 -alkylamino-Ci_ 4 -alkyl and Ci- 2 -haloalkyl ; 
wherein R e and R f are independently selected from H and Ci_ 2 -haloalkyl ; 
and 

wherein R 9 is selected from H, Ci_ 6 -alkyl, optionally substituted 

phenyl-Ci-e-alkyl, 4-6 membered heterocyclyl , optionally substituted 
4-6 membered heterocyclyl-Ci_C 6 -alkyl , Ci- 4 -alkoxy-Ci- 4 -alkyl and C3.-4- 
alkoxy-Ci_4-alkoxy-Ci_ 4 -alkyl ; 

and a pharmaceutically acceptable salt thereof. 

Claim 23 (New) : Compound of Claim 22 wherein A is selected from 




pyridyl and pyrimidinyl; wherein X is H wherein Y is -NH- 

CH 2 -; wherein R 1 is one or more substituents independently selected 
from H, halo, hydroxy, Ci_ 2 -alkoxy, Ci_ 2 -haloalkoxy , amino, Ci_ 2 - 
alkylamino, optionally substituted 5-6 membered heterocyclyl-Ci_ 2 - 
alkylamino, aminosulf onyl , C 3 _ 6 -cycloalkyl , optionally substituted 5-6 
membered heterocyclyl, optionally substituted phenyl, Ci_ 4 -alkyl, cyano, 
Ci_ 2 -hydroxyalkyl, Ci_ 3 -carboxyalkyl , nitro, C 2 _ 3 -alkenyl , C 2 _ 3 -alkynyl and 
Ci- 2 -haloalkyl; wherein R 2 is unsubstituted or substituted and selected 
from phenyl, naphthyl, indanyl, indenyl and tetrahydronaphthyl , 
substituted or unsubstituted 5-6 membered heteroaryl, C 3 _ 6 -cycloalkyl , 
and substituted or unsubstituted 9-10 membered bicyclic or 13-14 
membered tricyclic heterocyclyl; wherein substituted R 2 is substituted 
with one or more substituents independently selected from halo, Ci_ 4 - 
alkyl, optionally substituted C 3 _ 6 -cycloalkyl , optionally substituted 
phenyl, optionally substituted phenyl-Ci_C 4 -alkylenyl , Ci_ 2 -haloalkoxy, 
optionally substituted phenyloxy, optionally substituted 5-6 membered 
heterocyclyl-Ci_C 4 -alkylenyl , optionally substituted 5-6 membered 
heterocyclyl-C 2 -C 4 -alkenylenyl , optionally substituted 5-6 membered 
heterocyclyl, optionally substituted 5-6 membered heterocyclyl oxy, 
optionally substituted 5-6 membered heterocyclylsulf onyl , optionally 
substituted 5-6 membered heterocyclylamino, optionally substituted 5-6 
membered heterocyclylcarbonyl , optionally substituted 5-6 membered 
heterocyclyl-Ci_ 4 -alkylcarbonyl , Ci_ 2 -haloalkyl , Ci_ 4 -aminoalkyl , nitro, 
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amino, hydroxy, cyano, aminosulf onyl , Ci_ 2 -alkylsulf onyl , halosulf onyl , 
Ci_ 4 -alkylcarbonyl , Ci_ 3 -alkylamino-Ci_ 3 -alkyl , Ci, 3 -alkylamino-Ci_ 3 -alkoxy , 
Ci_3-alkylamino-Ci_3-alkoxy-Ci_ 3 -alkoxy, Ci_ 4 -alkoxycarbonyl , Ci_ 4 - 



independently selected from halo, hydroxy, Ci_ 4 -alkyl, Ci_ 2 -alkoxy, 
optionally substituted 5-6 membered heterocyclyl-Ci_ 2 -alkoxy , amino, Ci_ 

2- alkylamino, aminosulf onyl , -NR 3 C (0) OR 7 , -NR 3 C (0) R 7 , C 3 . 6 -cycloalkyl , 
optionally substituted 5-6 membered heterocyclyl , optionally 
substituted phenyl, nitro, Ci- 2 -alkylamino-Ci_ 2 -alkoxy-Ci- 2 -alkoxy , cyano, 
Ci_ 2 -alkylamino-Ci_ 2 -alkoxy, Ci_ 2 -alkylamino-Ci- 2 -alkyl , Ci_ 2 -alkylamino-C 2 - 

3 - alkynyl , Ci_ 2 -hydroxyalkyl , Ci_ 2 -aminoalkyl , Ci-2-haloalkyl , optionally 
substituted 5-6 membered heterocyclyl-C 2 _ 3 -alkenyl , and optionally 
substituted 5-6 membered heterocyclyl-C 2 _ 3 -alkynyl ; and wherein R 7 is 
selected from H, methyl, phenyl, cyclopropyl, cyclohexyl, benzyl, 
morpholinylmethyl , 4-methylpiperazinylmethyl , 4- 

methylpiperdinylmethyl , 4 -morpholinylmethyl , 4-morpholinylethyl , 1- (4- 
morpholinyl) -2, 2-dimethylpropyl , 1-piperdinylethyl , 1- 

piperdinylpropyl , 1-pyrrolidinylpropyl and trif luoromethyl ; wherein R e 
and R f are independently -CF 3 ; and wherein R g is selected from H, Ci- 3 - 
alkyl, optionally substituted phenyl-Ci_ 3 -alkyl , optionally substituted 
5-6 membered heterocyclyl-Ci_C 3 -alkyl , Ci_ 3 -alkoxy-Ci_ 3 -alkyl and Ci_ 3 - 
alkoxy-Ci_ 3 -alkoxy-Ci_ 3 -alkyl ; and a pharmaceutical ly acceptable salt 
thereof . 

Claim 24 (New): Compound of Claim 23 wherein A is pyridyl; 
wherein R 1 is one or more substituents independently selected from H, 
chloro, and fluoro; wherein R 2 is selected from phenyl, 
tetrahydronaphthyl , indanyl, naphthyl, imidazolyl, oxazolyl, furyl, 
pyrrolyl, isoxazolyl, pyrazolyl, thiazolyl, thiadiazolyl , thienyl, 
pyridyl , pyrimidinyl , pyridazinyl , cyclohexyl , 1 , 2-dihydroquinolyl , 
1,2,3, 4-tetrahydro-isoquinolyl , 1,2,3, 4-tetrahydro-quinolyl , 2,3- 
dihydro-lH-indolyl , 2 , 3 , 4 , 4a, 9 , 9a-hexahydro-lH-3-aza-f luorenyl , 5,6,7- 
trihydro-1 , 2 , 4-triazolo [3 , 4-a] isoquinolyl , 3 , 4-dihydro-2H- 
benzo [1 , 4] oxazinyl , and benzo [ 1 , 4 ] dioxanyl ; wherein substituted R 2 is 



alkoxycarbonylamino-Ci- 4 -alkyl , Ci_ 4 -hydroxyalkyl , 0 an d Ci_ 4 - 

alkoxy; wherein R 3 is phenyl substituted with one or more substituents 




14 



PATENT APPLICATION 



substituted with one or more substituents independently selected from 
bromo, chloro, fluoro, iodo, nitro, amino, cyano, aminoethyl, Boc- 
aminoethyl, hydroxy, aminosulf onyl , 4-methylpiperazinylsulf onyl , 
cyclohexyl , phenyl , phenylmethyl , morpholinylmethyl , 

methylpiperazinylmethyl , morpholinyl ethyl , methylpiperazinylpropyl , 1- 
(4 -morpholinyl ) - 2 , 2-dimethylpropyl , piper idinylmethyl , 
morpholinylpropyl, methylpiper idinylmethyl , piper idinylethyl , 
piperidinylpropyl , pyrrol idinylpropyl , pyrrol idinylpropenyl , 
pyrrol idinylbutenyl , f luorosulf onyl , methyl sulf onyl , me thy 1 car bony 1 , 
piperidinylmethylcarbonyl , methylpiperazinylcarbonylethyl , 
me thoxycarbonyl , 3 - e thoxycarbonyl - 2 -methyl - fur- 5 -yl , 
methylpiperazinyl , methylpiperidyl , 1 -methyl- (1,2,3,6- 
tetrahydropyridyl) , imidazolyl, morpholinyl, 4- trif luoromethyl- 1- 
piperidinyl, hydroxybutyl , methyl, ethyl, propyl, isopropyl, butyl, 
tert-butyl , sec-butyl , trif luoromethyl , pentaf luoroethyl , 
nonaf luorobutyl , dimethylaminopropyl , 1, 1-di (trif luoromethyl) -1- 
hydroxymethyl, trif luoromethoxy , 1, 1-di (trif luoromethyl) -1- 
(piperidinylethoxy) methyl, 1, 1-di (trif luoromethyl) -1- 
(methoxyethoxyethoxy ) methyl , 1- hydroxy ethyl , 2 -hydroxyethyl , 1- 
aminoethyl, 2-aminoethyl , 1- (N-isopropylamino) ethyl , 2- (N- 
isopropylamino) ethyl, dimethylaminoethoxy , 4-chlorophenoxy , phenyloxy, 
l-methylpiperdin-4-yloxy, isopropoxy, methoxy and ethoxy; and wherein 
R 3 is phenyl substituted with one or more substituents selected from 
chloro, fluoro, bromo, hydroxy, methoxy, ethoxy, amino, dimethylamino, 
diethylamino, 1-methylpiperidinylmethoxy, aminosulf onyl , cyclohexyl , 
dimethylaminopropynyl , dimethylaminoethoxy, 3- (4 -morpholinyl ) propyn-1- 
yl, dimethylaminoethoxyethoxy, optionally substituted piperidinyl, 
morpholinyl, optionally substituted piperazinyl, optionally 
substituted phenyl, methyl, ethyl, propyl, cyano, hydroxymethyl , 
aminomethyl, nitro and trif luoromethyl ; and a pharmaceutical ly 
acceptable salt thereof. 

Claim 25 (New) : Compound of Claim 21 and a pharmaceutically 
acceptable salt thereof selected from 

N- (4-Chlorophenyl) {3- [benzylamino] (2-pyridyl) } carboxamide ; 
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N- (4-Chlorophenyl) (3-{ [ ( 4 -nitrophenyl) methyl] amino} (2-pyridyl) )- 
carboxamide; 

(2- [ [ ( 4 -methoxyphenyl ) methyl] amino] (2-pyridyl) ) -N- (3-f luoro-4- 

methylphenyl ) carboxamide; 
(6-Chloro-2- [ [ (4 -methoxyphenyl) methyl] amino [ (3-pyridyl) ) -N- (3-f luoro- 

4-methylphenyl) carboxamide; 
(6-Chloro-2- [ [ (4 -methoxyphenyl) methyl] amino [ (3-pyridyl) ) -N- (3-f luoro- 

4 -me thylphenyl ) carboxamide ; 
(6-Chloro-2- [ [ ( 4 -methoxyphenyl ) methyl ] amino [ (3-pyridyl) ) -N- (3-fluoro- 

4 -me thylphenyl ) carboxamide , hydrochloride; 
(6-Chloro-2- { [ (4 -methoxyphenyl) methyl] amino} (3-pyridyl) ) -N- (4- 

chlorophenyl ) carboxamide; 
2- (3-Fluoro-benzylamino) -N- (4-phenoxy-phenyl ) -nicotinamide; 
N- ( 4 - Phenoxypheny 1 ) [2-({ [3- (tr if luorome thy 1) phenyl] methyl} amino) (3- 

pyridyl) ] formamide; 
(2- { [ ( 4 -Fluorophenyl) methyl] amino} (3-pyridyl) ) -N- (4- 

phenoxyphenyl ) formamide; 
N- ( 4 - Phenoxypheny 1 ) [2- ( { [4- (trif luorome thyl) phenyl] methyl} amino) (3- 

pyridyl) ] formamide; 
(2-{ [ ( 2 -Bromophenyl) methyl] amino} (3-pyridyl) ) -N- (4- 

phenoxyphenyl ) formamide; 
N- (4 -Phenoxypheny 1) [2- ( { [4- (trif luorome thoxy) phenyl] methyl} amino) (3- 

pyridyl) ] formamide; 
2-{ [ (2 ,3-Di fluorophenyl) methyl] amino} (3-pyridyl) ) -N- (4- 

phenoxyphenyl formamide ; 
N- (4-Chlorophenyl) (2-{ [ ( 4 -cyanophenyl) methyl] amino} (3- 

pyridyl) ) carboxamide; 
N- (4-Chlorophenyl) (2-{ [ (2 -cyanophenyl) methyl] amino} (3- 

pyr idyl ) ) carboxamide ; 
N- (4-sec-butylphenyl) -2- [ (4-f luorobenzyl) amino] nicotinamide; 
N- (4-tert-Butylphenyl) -2- [ (4-f luorobenzyl) amino] nicotinamide; 
N- (4-Isopropyl-phenyl ) -2- (3-methoxy-benzylamino) -nicotinamide; 
(2- { [ (4 -Fluorophenyl) methyl] amino} (3-pyridyl) ) -N- [4- 

( me thyl ethyl ) phenyl ] carboxamide ; 
(2-{ [ (4 -Fluorophenyl) methyl] amino} (3-pyridyl) ) -N- [3- 

( trif luorome thyl) phenyl] carboxamide; 
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(2-{ [ (3, 4 -Dimethoxyphenyl) methyl] amino} (3-pyridyl) ) -N- [3- 

( tr i f luoromethyl ) phenyl ] carboxamide ; 
{2- [Benzyl amino] (3-pyridyl) } -N- [3- (tr if luoromethyl ) phenyl ] - 

carboxamide; 

(2-{ [ ( 3 -Chlorophenyl) methyl] amino} (3-pyridyl) ) -N- [3- 

( tr i f luoromethyl ) phenyl ] carboxamide ; 
(2- {[ (4-Bromophenyl) methyl] amino} (3-pyridyl) )-N-[3- 

( tri f luoromethyl ) phenyl ] carboxamide ; 
(2-{ [ (4 -Chlorophenyl) methyl] amino} (3-pyridyl) ) -N- [3- 

( tri f luoromethyl ) phenyl ] carboxamide; 
(2-{ [ (2, 4 -Dif luorophenyl) methyl] amino} (3-pyridyl) ) -N- [3- 

( tr i f luoromethyl ) phenyl ] carboxamide ; 
(2-{ [ (4-Fluorophenyl) ethyl] amino} (3-pyridyl) ) -N- [3- 

( tri f luoromethyl ) phenyl ] carboxamide ; 
(2-{ [ (3, 4-Difluorophenyl) methyl] amino} (3-pyridyl) ) -N- [3- 

( tri f luoromethyl ) phenyl ] carboxamide ; 
(2-{ [ (2, 3-Di f luorophenyl) methyl] amino} (3-pyridyl) ) -N- [3- 

( tr i f luoromethyl ) phenyl ] carboxamide ; 
(2-{ [ ( 2 - Fluor ophenyl) methyl] amino} (3-pyridyl) ) -N- [3- 

( tr i f luoromethyl ) phenyl ] carboxamide ; 

c 

(2-{ [ (2, 6-Di f luorophenyl) methyl] amino} (3-pyridyl) ) -N- [3- 

( tri f luoromethyl ) phenyl ] carboxamide ; 
(2- { [ ( 3 -Bromophenyl) methyl] amino} (3-pyridyl) ) -N- [3- 

(trif luoromethyl) phenyl ] carboxamide; 
(2-{ [ ( 4 -Fluorophenyl) methyl] amino} (3-pyridyl) ) -N- [4- 

( tr i f luoromethyl ) phenyl ] carboxamide ; 
N-{3- [3- (Dimethylamino) propyl] -5- (trif luoromethyl) phenyl} (2-{ [ (4- 

f luorophenyl) methyl] amino} (3-pyridyl) ) carboxamide; 
{2- [ ( {3- [3- (Dimethylamino) propyl] -4-f luorophenyl} methyl) amino] (3- 

pyridyl) }-N- [4- ( tert-butyl) phenyl] carboxamide; 
{2- [ ( {3- [3- (Dimethylamino) propyl] -4-f luorophenyl }methyl ) amino] (3- 

pyridyl) }-N- [4- ( tri f luoromethyl ) phenyl] carboxamide; 
{2- [ ( {3- [3- (Dimethylamino) propyl] -4-f luorophenyl} methyl) amino] (3- 

pyridyl) }-N- (4-bromo-2-f luorophenyl) carboxamide; 
2- [ (4-Fluorobenzyl) amino] -N- [4-tert-butyl-3- (1,2,3,6- 

tetrahydropyridin-4-yl ) phenyl ] nicotinamide ; 
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[2- ( { [4-Fluoro-3- ( 3 -morphol in- 4 -ylprop-1-ynyl ) phenyl] methyl} amino) (3- 
pyridyl) ] -N- [3- ( trif luoromethyl) phenyl] carboxamide; 

{2- [ (2H-Benzo[d]l,3-dioxol-5-ylmethyl) amino] (3-pyridyl) }-N- (4- 
phenoxyphenyl ) carboxamide ; 

2- (4-Fluoro-benzylamino) -N- [3- (2-pyrrolidin-l-yl-ethoxy) -4- 
trif luoromethyl -phenyl ] -nicotinamide; 

2- (4-Fluoro-benzylamino) -N- [3- ( l-Boc-pyrrolidin-2-ylmethoxy) -4- 
pentaf luoroethyl -phenyl ] -nicotinamide ; 

N- [4-tert-Butyl-3- (l-Boc-piperidin-4-ylmethoxy) -phenyl] -2- (4-f luoro- 
benzylamino) -nicotinamide; 

N- [3, 3 -Dimethyl -1- (l-methyl-piperidin-4-yl) -2, 3-dihydro-lH-indol-6- 
yl] -2- (4-f luoro-benzyl amino) -nicotinamide; 

N- [1- (2-Dimethylamino-acetyl) -3 , 3-dimethyl-2 , 3-dihydro-lH-indol-6-yl ] - 
2- (4-f luoro-benzylamino) -nicotinamide; 

N- [1- (l-Boc-piperidin-4-yl) -3 , 3-dimethyl-2 , 3-dihydro-lH-indol-6-yl] -2- 
( 4-f luoro-benzylamino) -nicotinamide; 

N- [3, 3 -Dimethyl- 1- (2-Boc-amino-acetyl) -2, 3-dihydro-lH-indol-6-yl] -2- 
( 4-f luoro-benzylamino) -nicotinamide; 

2- (4-Fluoro-benzylamino) -N- (2-Boc-4 , 4 -dimethyl -1 , 2,3, 4-tetrahydro- 
isoquinolin-7-yl) -nicotinamide; 

N- [3- (l-Boc-pyrrolidin-2-ylmethoxy) -5-trif luoromethyl -phenyl] -2- (4- 
f luoro-benzylamino ) -nicotinamide ; 

N- [4-tert-Butyl-3- (l-Boc-pyrrolidin-2-ylmethoxy) -phenyl] -2- (4-f luoro- 
benzylamino) -nicotinamide; 

N- (4-Acetyl-2 , 2-dimethyl-3 , 4-dihydro-2H-benzo [1, 4] oxazin-6-yl) -2- (4- 
f luoro-benzylamino ) -nicotinamide ; 

2- (4-Fluoro-benzylamino) -N- [3- (l-Boc-piperidin-4-ylmethoxy) -5- 
trif luoromethyl -phenyl] -nicotinamide. ; 

2- (4-Fluoro-benzylamino) -N- [3- (pyrrolidin-2-ylmethoxy) -4- 
pentaf luoroethyl -phenyl ] -nicotinamide ; 

2- (4-Fluoro-benzylamino) -N- [3- (pyrrolidin-2-ylmethoxy) -5- 
trif luoromethyl -phenyl] -nicotinamide; 

N- [4-tert-Butyl-3- (piperidin-4-ylmethoxy) -phenyl] -2- (4-f luoro- 
benzylamino) -nicotinamide; 

N- [4-tert-Butyl-3- (pyrrol idin-2-ylmethoxy) -phenyl] -2- (4-f luoro- 
benzylamino) -nicotinamide; 
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N- (4 , 4 -Dimethyl -1, 2,3, 4-tetrahydro-isoquinolin-7-yl) -2- (4-f luoro- 
benzylamino) -nicotinamide; 

N- [1- (2 -Amino-acetyl) -3 , 3-dimethyl-2 , 3-dihydro-lH-indol-6-yl ] -2- (4- 
f luoro-benzylamino) -nicotinamide; 

N- (3 , 3-Dimethyl-l-piperidin-4-yl-2 , 3-dihydro-lH-indol-6-yl) -2- (4- 
f luoro-benzylamino) -nicotinamide; 

2- (4-Fluoro-benzylamino) -N- [3- (piperidin-4-ylmethoxy) -5- 
trif luoromethyl -phenyl] -nicotinamide; 

N- (2, 2-Dimwethyl-3 , 4-dihydro-2H-benzo [1 , 4] oxazin-6-yl) -2- (4-f luoro- 
benzylamino) -nicotinamide; 

2- (4-Fluoro-benzylamino) -N- [3- (l-methyl-pyrrolidin-2-ylmethoxy) -5- 
trif luoromethyl -phenyl] -nicotinamide; 

N- [3, 3-Dimethyl-l- ( 1 -methyl -piper idin- 4 -ylmethyl ) -2, 3-dihydro-lH- 
indol-6-yl] -2- (4-f luoro-benzylamino) -nicotinamide; 

2- (4-Fluoro-benzylamino) -N- {4- [ 1 -methyl- 1- (l-methyl-piperidin-4-yl) - 
ethyl ] -phenyl } -nicotinamide ; 

N- (4, 4-Dimethyl-2-oxo-l / 2,3, 4-tetrahydro-quinolin-7-yl ) -2- (4-f luoro- 
benzylamino) -nicotinamide; and 

3- Benzo [1 , 3 ] dioxol-5-yl-3- [3- (4-pentaf luoroe thy 1 -phenyl carbamoyl) - 

pyridin-2-ylamino] -propionic acid. 

Claim 26 (New): Compound of Claim 21 of formula II' 



o 




II' 



wherein each of A 3 and A 4 is independently CH or N, provided at least 

one of A 3 and A 4 is N; 
wherein n is 1-2; 

wherein R 1 is one or more substituents independently selected from H, 
chloro, fluoro, bromo, hydroxy, methoxy, ethoxy, trif luoromethoxy , 
oxo, amino, dimethyl amino, aminosulf onyl , carboxymethyl , 
cyclopropyl, optionally substituted phenyl, methyl, ethyl, propyl, 
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cyano, hydroxymethyl , nitro, propenyl, propynyl, 
morpholinylethylamino, trif luoromethyl and unsubstituted or 
substituted heteroaryl selected from thienyl, f uranyl , pyridyl, 
imidazolyl and pyrazolyl; 
wherein R 2 is selected from a substituted or unsubstituted ring 

selected from phenyl, tetrahydronaphthyl , indanyl, benzodioxolyl , 
indenyl, naphthyl, isoxazolyl, pyrazolyl, thiazolyl, thiadiazolyl , 
thienyl , pyridyl , pyrimidinyl , pyridazinyl , 1 , 2-dihydroquinolyl , 
1,2,3, 4-tetrahydro-isoquinolyl , 1,2,3, 4-tetrahydro-quinolyl , 
isoquinolyl, quinolyl, indolyl, isoindolyl, 2 , 3-dihydro-lH-indolyl , 
naphthyridinyl, quinozalinyl , 2 , 3 , 4 , 4a, 9, 9a-hexahydro-lH-3-aza- 
f luorenyl , 5,6, 7-trihydro-l , 2 , 4-triazolo [3 , 4-a] isoquinolyl , 
indazolyl , 2,1, 3-benzothiadiazolyl , 3 , 4-dihydro-2H- 
benzo [1 , 4] oxazinyl , benzodioxanyl , benzothienyl , benzofuryl , 
benz imidazolyl , benzoxazolyl and benzthiazolyl ; 

wherein substituted R 2 is substituted with one or more 
substituents independently selected from bromo, chloro, fluoro, 
iodo, nitro, amino, cyano, aminoethyl, Boc-aminoethyl , hydroxy, 
oxo, aminosulf onyl , 4-methylpiperazinylsulf onyl , cyclohexyl , 
phenyl , phenylmethyl , morpholinylmethyl , l-methylpiperazin-4- 
ylmethyl , l-methylpiperazin-4-ylpropyl , morpholinylpropyl , 
piperidin-l-ylmethyl , l-methylpiperidin-4-ylmethyl , 2-methyl-2- 
(l-methylpiperidin-4-yl) ethyl , morphol inyl ethyl , 1- (4- 
morpholinyl ) -2 , 2-dimethylpropyl , piperidin-4-ylethyl , 1-Boc- 
piperidin-4~ylethyl , piperidin-l-ylethyl , l-Boc-piperidin-4- 
ylethyl , piper idin- 4 -ylmethyl , 1 -Boc-piper idin- 4 -ylmethyl , 
piperidin-4-ylpropyl , l-Boc-piperidin-4-ylpropyl , piperidin-1- 
ylpropyl , pyrrol idin- 1-ylpropyl , pyrrol idin- 2 -ylpropyl , 1-Boc- 
pyrrolidin-2-ylpropyl , pyrrol idin- 1 -ylmethyl , pyrrolidin-2- 
ylmethyl, l-Boc-pyrrolidin-2-ylmethyl , pyrrol idinylpropenyl , 
pyrrol idinylbutenyl , f luorosulf onyl , methylsulf onyl , 
me thy 1 car bony 1 , Boc , piperidin-l-ylmethylcarbonyl , 4- 
methylpiperaz in- 1-ylcarbonyl ethyl , methoxycarbonyl , 
aminome thylcarbonyl , dimethylaminomethylcarbonyl , 3 - 
e thoxy car bony 1 - 2 -methyl - fur- 5 -yl , 4 -me thylpiper a z in- 1 -yl , 4 - 
methyl-l-piperidyl , l-Boc-4-piperidyl , piperidin-4-yl , 1- 
methylpiperidin-4-yl, 1-methyl- (1,2,3, 6-tetrahydropyridyl) , 
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imidazolyl , morpholinyl , 4-trif luoromethyl -1 -piper idinyl , 
hydroxybutyl , methyl, ethyl, propyl, isopropyl, butyl, tert- 
butyl , sec-butyl , trif luoromethyl , pentaf luoroethyl , 
nonaf luorobutyl, dimethylaminopropyl , 1, 1-di (trif luoromethyl) -1- 
hydroxymethyl , 1, 1-di (trif luoromethyl) -1- 
(piperidinylethoxy) methyl, 1, 1-di (trif luoromethyl ) -1- 
(methoxyethoxyethoxy ) methyl , 1- hydroxy ethyl , 2 -hydroxyethyl , 
trif luoromethoxy, 1-aminoethyl , 2-aminoethyl , 1- (N- 
isopropylamino) ethyl, 2- (N-isopropylamino) ethyl, 
dimethylaminoethoxy, 4-chlorophenoxy , phenyloxy, azetidin-3- 
ylmethoxy, l-Boc-azetidin-3-ylmethoxy, pyrrol -2 -ylmethoxy, 1-Boc- 
pyrrol - 2 -ylmethoxy , pyrrol - 1 -ylmethoxy , 1 -methyl -pyrrol - 2 - 
ylmethoxy , 1 - i s opr opy 1 -pyrrol - 2 -ylme thoxy , 1 - Boc -piperdin- 4 - 
ylmethoxy, piperdin-4-ylme thoxy, l-methylpiperdin-4-yloxy , 
isopropoxy, me thoxy and ethoxy; and 
wherein R 8 is one or more substituents independently selected from H, 
ctiloro, fluoro, bromo, hydroxy, methoxy, ethoxy, -0-CH 2 -0-, 
trif luoromethoxy, 1 -me thylpiperidinylme thoxy, dimethylaminoethoxy, 
amino , dimethylamino , dimethylaminopropyl , die thylamino , 
aminosulf onyl , cyclohexyl, dimethylaminopropynyl , 3- (4- 
morpholinyl)propyn-l-yl, dimethylaminoethoxyethoxy , 3- (4- 
morpholinyDpropylamino, optionally substituted piperidinyl, 
morpholinyl, optionally substituted piperazinyl, optionally 
substituted phenyl, methyl, ethyl, propyl, cyano, hydroxymethyl , 
aminomethyl, nitro and trif luoromethyl ; 
and a pharmaceutical^ acceptable salt thereof; 

provided R 2 is not 3-trif luoromethylphenyl when A 3 is N, when A 4 is CH, 
when n is 1, when R 1 is H and R 8 is 4 -hydroxy, 3 -hydroxy or H; 
further provided R 2 is not 2-chloro-3-pyridyl when A 3 is N, when A 4 
is CH, when n is 1, when R 1 is H and R 8 is H or 4-methoxy; and 
further provided R 2 is not 2-methoxyphenyl when A 3 is N, when A 4 is 
CH, when n is 1, when R 1 is H and R 8 is H. 

Claim 27 (New) : Compound of Claim 21 of Formula III 
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0 




III 



wherein R 1 is one or more substituents independently selected from 
H, 

halo, 
hydroxy , 
amino, 
d- 6 -alkyl, 
Ci-6-haloalkyl , 
Ci-6-^lkoxy , 
Ci-2-alkylamino , 
aminosulf onyl , 
C 3 _6-cycloalkyl , 
cyano , 
oxo, 

Ci-2-hydroxyalkyl , 
nitro, 

C 2 -3-alkenyl , 
C 2 -3-alkynyl, 
Ci_ 6 -haloalkoxy , 
Ci-6-carboxyalkyl , 

5- 6 -member ed heterocyclyl -Ci_ 6 -alkylamino, 
unsubstituted or substituted phenyl and 

unsubstituted or substituted 5-6 membered heterocyclyl; 
wherein R 2 is selected from unsubstituted or substituted 
phenyl , and 

9-10 membered bicyclic and 13-14 membered tricyclic 

unsaturated or partially unsaturated heterocyclyl, 
wherein substituted R 2 is optionally substituted with one or more 
substituents selected from halo, Ci_ 6 -alkyl, optionally 
substituted C 3 _ 6 -cycloalkyl , optionally substituted phenyl, 
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optionally substituted phenyl -C!_C 4 -alkyl , Ci_ 2 -haloalkoxy , 
optionally substituted phenyloxy, optionally substituted 4-6 
membered heterocyclyl-Ci-C 4 -alkyl , optionally substituted 4-6 
membered heterocyclyl-C 2 _C 4 -alkenyl , optionally substituted 5-6 
membered heterocyclyl , optionally substituted 4-6 membered 
heterocyclyloxy, optionally substituted 4-6 membered 
heterocyclyl-Ci-C 4 -alkoxy, optionally substituted 5-6 membered 
heterocyclylsulf onyl , optionally substituted 5-6 membered 
heterocyclylamino, optionally substituted 5-6 membered 
heterocyclylcarbonyl , optionally substituted 5-6 membered 
heterocyclylcarbonyl-Ci-4-alkyl , optionally substituted 5-6 
membered heterocyclyl-Ci_ 4 -alkylcarbonyl , Ci- 4 -haloalkyl , Ci_ 4 - 
aminoalkyl, nitro, amino, hydroxy, oxo, cyano, aminosulf onyl , Ci_ 
2-alkylsulf onyl , halosulf onyl , Ci_ 4 -alkylcarbonyl , amino-Ci_ 4 - 
alkylcarbonyl , Ci_ 4 -alkylamino-Ci_ 4 -alkylcarbonyl , Ci- 3 -alkylamino- 
Ci_ 3 -alkyl , Ci-3-alkylamino-Ci_ 3 -alkoxy, Ci_ 3 -alkylamino-Ci_ 3 -alkoxy- 
Ci_ 3 -alkoxy , Ci_ 4 -alkoxycarbonyl , Ci_ 4 -alkoxycarbonylamino-Ci_ 4 - 



wherein R e and R f are independently selected from H and Ci- 2 -haloalkyl ; 
wherein R 7 is selected from H, Ci- 3 -alkyl, optionally substituted 
phenyl-Ci_ 3 -alkyl , 4-6 membered heterocyclyl, and optionally 
substituted 4-6 membered heterocyclyl-Ci_C 3 -alkyl ; 
wherein R g is selected from H, Ci_ 3 -alkyl, optionally substituted 
phenyl -Ci_ 3 -alkyl , 4-6 membered heterocyclyl, and optionally 
substituted 4-6 membered heterocyclyl-Ci_C 3 -alkyl , Ci_ 3 -alkoxy-Ci_ 2 - 
alkyl and Ci_ 3 -alkoxy-Ci_ 3 -alkoxy-Ci_ 3 -alkyl ; and 
wherein R 8 is one or more substituents independently selected from H, 
halo, amino, hydroxy, Ci_ 6 -alkyl, Ci_ 6 -haloalkyl , Ci_ 6 -alkoxy, Ci_ 6 - 
haloalkoxy, Ci_ 6 -aminoalkyl , Ci_ 6 -hydroxyalkyl , optionally substituted 
phenyl, optionally substituted heterocyclyl, optionally substituted 
heterocyclyl-Ci_6-alkoxy , aminosulf onyl , C 3 - 6 -cycloalkyl , Ci_ 6 - 
alkylamino, Ci- 6 -alkylamino-Ci_ 6 -alkyl , optionally substituted 
heterocyclyl-Ci_ 6 -alkylamino, optionally substituted heterocyclyl-Ci_ 
6 -alkyl , Ci_ 6 -alkylamino-C 2 - 4 -alkynyl , Ci- 6 -alkylamino-Ci_ 6 -alkoxy , Ci- 6 - 



alkyl , Ci-4-hydroxyalkyl , 
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alkylamino-Ci_ 6 -alkoxy-Ci_ 6 -alkoxy, and optionally substituted 
heterocyclyl-C 2 -4-alkynyl ; 
and a pharmaceutically acceptable salt thereof; 

provided R 2 is not 3-trif luoromethylphenyl when R 1 is H and R 8 is 4- 
hydroxy, 3 -hydroxy or H; and further provided R 2 is not 2- 
methoxyphenyl when R 1 is H and R 8 is H. 

Claim 28 (New) : Compound of Claim 27 wherein R 1 is selected from 
H, chloro, fluoro, bromo, amino, hydroxy, methyl, ethyl, propyl, oxo, 
dimethyl amino, aminosulf onyl , cyclopropyl, cyano, hydroxymethyl , 
nitro, propenyl, trif luoromethyl , methoxy, ethoxy, trif luoromethoxy , 
carboxymethyl , morpholinylethylamino, propynyl, unsubstituted or 
substituted phenyl and unsubstituted or substituted heteroaryl 
selected from thienyl, 

furanyl, pyridyl, imidazolyl, and pyrazolyl; 
wherein R 2 is selected from phenyl, 1 , 2-dihydroquinolyl , 1,2,3,4- 

tetrahydro-isoquinolyl , 1,2,3, 4-tetrahydro-quinolyl , 2 , 3-dihydro-lH- 
indolyl, 2 , 3 , 4 , 4a, 9 , 9a-hexahydro-lH-3-aza-f luorenyl , 5,6, 7-trihydro- 
1,2, 4-triazolo [3 , 4 -a] isoquinolyl, 3 , 4-dihydro-2H-benzo [1 , 4] oxazinyl , 
and benzo [1, 4]dioxanyl, where R 2 is unsubstituted or substituted 
with one or more substituents selected from bromo, chloro, fluoro, 
iodo, nitro, amino, cyano, aminoethyl, Boc-aminoethyl , hydroxy, oxo, 
aminosulf onyl , 4-methylpiperazinylsulf onyl , cyclohexyl , phenyl , 
phenylmethyl , morpholinylmethyl , l-methylpiperazin-4-ylmethyl , 1- 
methylpiperazin-4-ylpropyl , morpholinylpropyl , piperidin-l-ylmethyl , 
l-methylpiperidin-4-ylmethyl , 2 -methyl -2- (l-methylpiperidin-4- 
yl) ethyl, morpholinylethyl , 1- (4-morpholinyl) -2 , 2-dimethylpropyl , 
piperidin-4-ylethyl , l-Boc-piperidin-4-ylethyl , piperidin-l-ylethyl , 
l-Boc-piperidin-4-ylethyl , piperidin-4-ylmethyl , l-Boc-piperidin-4- 
ylmethyl , piperidin-4-ylpropyl , l-Boc-piperidin-4-ylpropyl , 
piperidin-l-ylpropyl , pyrrolidin-l-ylpropyl , pyrrol idin- 2 -ylpropyl , 
l-Boc-pyrrolidin-2-ylpropyl , pyrrol idin- 1-ylmethyl , pyrrolidin-2- 
ylmethyl , l-Boc-pyrrolidin-2-ylmethyl , pyrrol idinylpropenyl , 
pyrrol idinylbutenyl , f luorosulf onyl , methyl su If onyl , methylcarbonyl , 
Boc , piperidin-l-ylmethylcarbonyl , 4-methylpiperazin-l- 
ylcarbonylethyl , methoxy car bony 1 , aminomethylcarbonyl , 
dime thylaminome thyl carbonyl , 3 - e thoxycarbonyl - 2 -methyl - fur- 5 -yl , 4 - 
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methylpiperazin-l-yl , 4-methyl-l-piperidyl , l-Boc-4-piperidyl , 
piperidin-4-yl, l-methylpiperidin-4-yl , 1-methyl- (1,2,3,6- 
tetrahydropyridyl) , imidazolyl, morpholinyl , 4-trif luoromethyl-1- 
piperidinyl, hydroxybutyl , methyl, ethyl, propyl, isopropyl, butyl, 
tert-butyl , sec-butyl , trif luoromethyl , pentaf luoroethyl , 
nonaf luorobutyl, dimethylaminopropyl , 1, 1-di (trif luoromethyl) -1- 
hydroxymethyl , 1, 1-di (trif luoromethyl) -1- (piperidinylethoxy) methyl , 
1, 1-di (trif luoromethyl) -1- (methoxyethoxyethoxy) methyl , 1- 
hydroxyethyl , 2-hydroxyethyl , trif luoromethoxy , 1-aminoethyl , 2- 
aminoethyl, 1- (N-isopropylamino) ethyl , 2- (N-isopropylamino) ethyl , 
dimethylaminoethoxy, 4-chlorophenoxy , phenyl oxy, azetidin-3- 
ylmethoxy, l-Boc-azetidin-3-ylmethoxy , pyrrol - 2 -ylmethoxy, 1-Boc- 
pyrrol - 2 -ylme thoxy , pyrrol - 1 -ylme thoxy , 1 -methyl -pyrrol - 2 -ylme thoxy , 
l-Boc-piperdin-4-ylmethoxy, piperdin- 4-ylme thoxy , 1-methylpiperdin- 
4-yloxy, isopropoxy, me thoxy and e thoxy; and 

wherein R 8 is one or more substituents independently selected from H, 
chloro, fluoro, bromo, hydroxy, methoxy, ethoxy, -0-CH 2 -0-, 
trif luoromethoxy, 1 -me thylpiperidinylme thoxy , dimethylaminoethoxy, 
amino , dimethylamino , dimethylaminopropyl , diethylamino , 
aminosulf onyl , cyclohexyl, dimethylaminopropynyl , 3- (4- 
morpholinyl) propyn-l-yl , dime thylaminoethoxye thoxy , 3- (4- 
morpholinyl) propylamine, optionally substituted piperidinyl, 
morpholinyl, optionally substituted piperazinyl, optionally 
substituted phenyl, methyl, ethyl, propyl, cyano, hydroxymethyl , 
aminomethyl and trif luoromethyl ; 

and a pharmaceutical ly acceptable salt thereof. 

Claim 29 (New) : Compound of Claim 2 8 wherein R 1 is selected from 
H, chloro or fluoro; 
wherein R 2 is selected from 

1, 2 , 3 , 4-tetrahydro-isoquinolyl optionally substituted with one or 

more substituents selected from methyl, and Boc, 
1 , 2 , 3 , 4-tetrahydro-quinolyl optionally substituted with one or more 

substituents selected from methyl, Boc and oxo, 
2 , 3-dihydro-lH-indolyl optionally substituted with one or more 

substituents selected from methyl , l-Boc-piperidin-4-ylmethyl , 

piperidin-4-ylmethyl , l-Boc-piperidin-4-yl , piperidin-4-yl , 1- 
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methyl-piperidin-4-ylmethyl, l-methyl-piperidin-4-yl , 
dimethylaminomethylcarbonyl , aminomethylcarbonyl , methylcarbonyl , 
pyrrol idin- 2 -ylmethyl, and l-Boc-pyrrolidin-2-ylmethyl , and 
3 , 4-dihydro-2H-benzo [1 , 4]oxazinyl optionally substituted with one or 
more substituents selected from methyl, and methylcarbonyl; and 
wherein R 8 is one or more substituents independently selected from H, 
chloro, fluoro, bromo, cyano, methoxy, -0-CH 2 -0-, amino, 
trif luoromethyl , trif luoromethoxy , 3- (4-morpholinyl)propyn-l-yl, 
dimethylaminopropyl, and 3- ( 4 -morpholinyl) propyl amino; 
and a pharmaceutical ly acceptable salt thereof. 

Claim 30 (New) : Compound of Claim 28 wherein R 1 is selected from 
H, chloro or fluoro; 

wherein R 2 is selected from phenyl optionally substituted with one or 
more substituents selected from bromo, chloro, fluoro, 
morpholinylmethyl , l-methylpiperazin-4-ylmethyl , l-methylpiperazin- 
4-ylpropyl , morpholinylpropyl , piperidin-l-ylmethyl , 1- 
methylpiperidin-4-ylmethyl , 2-methyl-2- ( l-methylpiperidin-4- 
yl) ethyl, morpholinylethyl , 1- (4 -morpholinyl) -2 , 2-dimethylpropyl , 
piperidin-4-ylethyl , l-Boc-piperidin-4-ylethyl , piperidin-l-ylethyl , 
l-Boc-piperidin-4-ylethyl , piperidin-4-ylmethyl , l-Boc-piperidin-4- 
ylmethyl , piperidin-4-ylpropyl , l-Boc-piperidin-4-ylpropyl , 
piperidin-l-ylpropyl , pyrrol idin- 1-ylpropyl , pyrrolidin-2-ylpropyl , 
l-Boc-pyrrolidin-2-ylpropyl , pyrrolidin-l-ylmethyl , pyrrolidin-2- 
ylmethyl , l-Boc-pyrrolidin-2-ylmethyl , 4-methylpiperazin-l-yl , 4- 
methyl-1 -piper idyl , l-Boc-4-piperidyl , piperidin-4-yl , 1-methyl- 
(1,2,3, 6-tetrahydropyridyl ) , methyl , ethyl , propyl , isopropyl , 
butyl, tert-butyl, sec-butyl, trif luoromethyl , pentaf luoroethyl , 
dimethylaminopropyl , dimethylaminoethoxy , 4-chlorophenoxy , 
phenyloxy, azetidin-3-ylmethoxy , l-Boc-azetidin-3-ylmethoxy, pyrrol- 
1-ylethoxy, 1 -methyl -pyrrol- 2 -ylmethoxy, pyrrol- 2 -ylmethoxy , 1-Boc- 
pyrrol-2-ylmethoxy , 1 -Boc-piperdin- 4 -ylmethoxy , piperdin-4- 
ylmethoxy, and l-methylpiperdin-4-yloxy ; 

and wherein R 8 is one or more substituents independently selected from 
H, chloro, fluoro, bromo, cyano, methoxy, -0-CH 2 -0-, amino, 
trif luoromethyl , trif luoromethoxy , 3- (4 -morpholinyl) propyn-l-yl , 
dimethylaminopropyl, and 3- (4 -morpholinyl ) propylamino; 
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and a pharmaceutically acceptable salt thereof. 

Claim 31 (New) : A pharmaceutical composition comprising a 
pharmaceutically-acceptable carrier and a compound as in Claim 1. 

Claim 32 (New) : A pharmaceutical composition comprising a 
pharmaceutically-acceptable carrier and a compound as in Claim 21. 

Claim 33 (New) : A method of treating cancer in a subject, said 
method comprising administering a therapeutically effective amount of 
a compound of Claim 1 . 

Claim 34 (New) : A method of treating cancer in a subject, said 
method comprising administering a therapeutically effective amount of 
a compound of Claim 21. 

Claim 35 (New) : The method of Claim 33 comprising a combination 
with a compound selected from antibiotic-type agents, alkylating 
agents, antimetabolite agents, hormonal agents, immunological agents, 
interf eron-type agents and miscellaneous agents. 

Claim 3 6 (New) : The method of Claim 34 comprising a combination 
with a compound selected from antibiotic-type agents, alkylating 
agents, antimetabolite agents, hormonal agents, immunological agents, 
interf eron-type agents and miscellaneous agents. 

Claim 37 (New) : A method of treating angiogenesis in a subject, 
said method comprising administering a therapeutically effective 
amount of a compound of Claim 1 . 

Claim 38 (New) : A method of treating angiogenesis in a subject, 
said method comprising administering a therapeutically effective 
amount of a compound of Claim 21. 

Claim 39 (New) : A method of treating proliferation-related 
disorders in a mammal, said method comprising administering a 
therapeutically effective amount of a compound of Claim 1. 
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Claim 40 (New) : A method of treating proliferation-related 
disorders in a mammal, said method comprising administering a 
therapeutically effective amount of a compound of Claim 21. 

Claim 41 (New) : A method of reducing blood flow in a tumor in a 
mammal, said method comprising administering a therapeutically 
effective amount of a compound of Claim 1, 

Claim 42 (New) : A method of reducing blood flow in a tumor in a 
mammal, said method comprising administering a therapeutically 
effective amount of a compound of Claim 21. 

Claim 43 (New) : A method of reducing tumor size in a mammal, 
said method comprising administering a therapeutically effective 
amount of a compound of Claim 1 . 

Claim 44 (New) : A method of reducing tumor size in a mammal, 
said method comprising administering a therapeutically effective 
amount of a compound of Claim 21. 

Claim 45 (New) : A method of treating diabetic retinopathy in a 
mammal, said method comprising administering a therapeutically 
effective amount of a compound of Claim 1. 

Claim 46 (New) : A method of treating diabetic retinopathy in a 
mammal, said method comprising administering a therapeutically 
effective amount of a compound of Claim 21. 
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